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From the INTERNATIONAL SEARCHING AUTHORITY 



To: 

BRASNETT, Adrian H. 
Mewburn Ellis, York House, 23 K ings 

London, Greater London WC2 I 
UNITED KINGDOM 2 7 JAN 201 3 




-NOTIFIGATION OF|TRANSMITTAL OF 
THE INTERNATIONAL SEARCH REPORT 
OR THE DECLARATION 

(PCTRule 44.1) 





Date of mailing 

(day/month/^ear) 27/01/2003 


^Applicar^s or agenf s file reference 

AHBC5I6047252 


FOR FURTHER ACTION See paragraphs 1 and 4 below 


imefit^lional application No. 

PCT/6B 02/02668 


International filing date 
(day/month/year) 30/05/2002 


Applicant 

ASTEX TECHNOLOGY LIMITED 



^ • 5] """^ applicant is hereby notified that the International Search Report has been established and is transmitted herewith. 
Filing of amendments and statement under Arttde 19: 

The applicant is entitled, if he so wishes, to amend the claims of the Intemational Application (see Rule 46): 

When? The time limit for filing such amendments Is normally 2 months from the date of transmittal of the 
International Search Report; however, for more details, see the notes on the accompanying sheet. 



Where? Directly to the 



IntemationaJ Bureau of WlPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 
Fasdmile No.: (41-22) 740.14.35 



For more detailed instructions, see the notes on the accompanying sheet 

2. I — I The applicant is hereby notified that no Intemational Search Report will be established and that the declaration under 
» — ' Article 17(2)(a) to that effect is transmitted herewith. 



3. Q With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that 

□ the protest together with the decision thereon has been transmitted to the Intemational Bureau together with the 
applicant's request to forward the texts of both the protest and the decision thereon to the designated Offices. 



I I no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 



4. Further action(8): The applicant is reminded of the following: 

Shortly after 18 months from the priority date, the Intemational application will be published by the International Bureau. 
If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the intemational application, or of the 
priority claim, must reach the Intemational Bureau as provided in Rules QObisA and 90d/s.3, respectively, before the 
completion of the technical preparations for intemational publication. 

Within 19 months from the priority date, a demand for intemational preliminary examination must be filed if the applicant 
wishes to postpone the entry into the national phase until 30 months from the priority date (in some Offices even later). 



Within 20 months from the priority date, the applicant must perfonm the prescribed acts for entry into the national phase 
before all designated Offices which have not been elected In the demand or in a later election within 19 months from the 
priority date or could not be elected because they are not bound by Chapter II. 





Name and mailing address of the Intemational Searching Aothority 
^ European Patent Office, P.B. 5818 Patentlaan 2 
J5ft NL-2280 HV Rijswijk 
• QJII Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 
»^ Fay (*?^i-7n) a40-.'V)ifi 


Authorized officer 
Wolfgang Hingel 



Form PCT/ISA/220 (July 1998) 



O FORM PCT/iSA/220 



These Notes are intended to give the basic bistnictions concerning the fifing of amendments under aftide 1 9. The 
Motes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative Instructions 
under that Treaty. In case of <Sscrepaney between these Notes and those requirements, the latter are app l icatrfe. For more 
detailed infonnation, see also the PCT AppGeant% Guide, a publication of WIPO. 

In these Motes, "Atticie*, "Rule*, and 'Section* refer to the provisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The applicant has, after having received the international search report, one opportunity to amend the ^aims of the 
international application. It stioutd however be emphasized that, since all parts of the international application (claims, 
description and drawings) may be amended during the international preliminary examination procedure, there is usuaRy 
no need to file amendments of the claims under Article 19 except where, e.g. the applicant wants the latter to be publ»hed 
for the purposes of provisional protection or has another reason for amending the claims before international pbulieation. 
Furthermore, it should be emphasized that provisional protection is available in some States only- 



What parts of ttie international application may t>o amended? 

Under Article 1 9, only the claims may be amended. 

During the international phase, ttie daims may also t» amended (or furttier amended) under Article 34 before 
the International Preliminary Examining Authority. The description and drawings may only be amended under 
Article 34 before tt>e Intemationai Examining Authority. 

Upon entry into the national phase, all parts of the intemationai application may be amended under Article 28 
or, wtiere applicatile. Article 41 . 



When? Within 2 months from the date of transmittal of the intemationai search report or 1 6 months from the priority 

date, whichever time limit expires later. It should be noted, however, that the amendments will be considered 
as having been received on time if they are received by the Internationa] Bureau after the expiration of the 
applieable time Gmit but tsefore the completion of the technical preparations for intemationai puk)lication 
(Rule 46.1). 



Where not to file the amendments? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searohing Authority (Rule 46.2). 

Where a demand for intematfonal prefiminary examination has lieenAs filed, see kielow. 



How? Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text of 

one or more of ttie daims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the slieet originally filed. 

AH the daims appearing on a replaoemerrt sheet must be mjmtiered in Arabic numerals. Where a daim is 
cancelled, no rerwjmksering of the other claims is required. In aU cases where daims are renumtiered, they must 
be renumtsered consecutively (Administrathre Instructions, Section 205(b)). 

The amendments must be made in the language In which the International appflcatlon is to be publlahed. 



What documents must/may accompany the amendmenU? 

Letter (Section 205(b)): I 

The amendments must l>e sutHnitted with a letter. I 

The letter wiH not be putslished with the intemationai application and the amended daims. It should not t>e ■ 
confused with the 'Statement under Article 19(1)' (see bebw, under 'Statement under Artide 19(1)*). | 

The letter must be In English or French, at the choice of the applicant However, If the language of the 
Intemationai appHealion Is English, ttie letter must be In English; H the language of the International appUeatlon 
is French, the letter must be in French. 



Notes to Fomi PCT/ISA/220 (first sheet) (January 1 994) 
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)JES TO FORM PCT/lSA/220 (continued) 




The letter must indtcate the differences between the claims as filed and the datms as amended, ft must, in 
particular, imficate, in connection with each claim appearing in the international appBcation fit being understood 
that identical incfications conoeming several claims may be grouped),whether 

(i) the claim is unchanged; 

(it) the claim is cancelled; 

(tii) the claim is new; -j. 

Ov) the claim replaces one or more claims as filed; 

(v) the claim is the result of the divbion of a claim as filed. 



Ihe following examples lUuatrate the manner In which amendments muatbe explained in the 
accompanying letter 

1 . [Where ofiginaQy there were 48 claims and after amendment of some claims there are 51]: 
*aaims 1 to 29. 31 , 32, 34, 35, 37 to 48 replaced by amended claims bearing ttie same numbers; 
claims 30, 33 and 38 unchanged; new claims 49 to 51 added.' 

2. (Where originally there were 1 5 claims and after amendment of all claims there are 11]: 
'Qaims 1 to 1 5 replaced by amended claims 1 to 1 1 

3. (Where originally there were 1 4 claims and the amendments consist in cancelling some claims and in adding 

new claims]: 

•aaims 1 to 6 and 14 unchanged; claims 7 to 13 canceOed; new daims 15, 16 and 17 added, or 
•Claims 7 to 13 cancelled; new claims 15, 16 and 17 added; aO other claims unchanged.* 

4. (Where various kinds of amendments are made]: 

•aaims 1-10 unchanged; claims 11 to 1 3, 1 8 and 19 canceOed; claims 1 4, 1 5 and 1 6 replaced by amended 
daim 1 4; claim 17 subdivided into amended daims 15, 1 6 and 17; new datms 20 and 21 added." 



"Statement under article 19(1)** (Rule 46.4) 

The amendments may be accompanied t>y a statement explaining the amendments and indicating any impact 
that such amendments might have on the descripticn and the drawings (which cannot be amended under 
Aftide19(1)). 

The statement wUI be published with the international application and the amended daims. 
R must be in the language In which the Intamattonal apppHeation Is to be puMlahad. 

It must t» brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused with and does not replace the letter indicating the differences k>ehAreen the claims 
as filed and as amef>ded. It must be taed on a separate she^ and must be identified as such by a heading, 
preferably by using the words "Statement under Article 1 9(1).* 

It may not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given dann, contained in the intematicnal search 
rsport may be made only in connection wfth an amendment of that daim. 



Conaaquenoe If a demand lor International preliminary examination has already lieen filed 

If, at the time of filing any amendments under Article 1 9, a demand for international prdiminaiy examination 
has already l>een submitted, the applicant must preferat)ly, at the same time of filing the amendments with the 
International Bureau, also file a copy of such amendments with the International Preliminary Examining 
Authority (see Rule 62.2(a). first sentence). 



Consequence with regard to translation of the hitemational applfcation for entry Into the national phase 

The applicant*s attention is drawn to the fact that, where upon entry into the national phase, a translation of ttie 
daims as amended under Article 1 9 may have to be furnished to the designatedAaleded Offices, instead of, or 
in addition to, ihe translation of the daims as filed. 

For further details on the requirements of each designated/eleded Office, see Volume II of the POT Applicant's 

Guide. 
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PCT 



INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent* s file reference 
AHBCP6047252 


pi^p PI iRTHPR see Notification of Transmittal of International Search Report 
r run i ntn ^ pcT/ISA/220) as well as, where applicable, item 5 t>elow. 
ACTION 


International application No. 
PCT/GB 02/02668 


Intemational filing date (day/month/year) 

30/05/2002 


(Earliest) Priority Date (day/month/year) 


Applicant 

ASTEX TECHNOLOGY LIMITED 



This Intemational Search Report has been prepared by this Intemational Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the intemational Bureau. 



sheets. 



This Intemational Search Report consists of a total of 5 

[X] It is also accompanied by a copy of each prior art document cited in this report. 



Basis of the report 

a. With regard to the language, the intemational search was carried out on the basis of the Intemational application in the 



language in which it was filed, unless ottienwise indicated under this item. 

□ 



2. 
3. 



the intemational search was carried out on ttie basis of a translation of ttie intemational application fumlshed to this 
Authority (Rule 23.1(b)). 

b. With regard to any nucleotide and/or amino add sequence disclosed in the intemational application, the intemational search 
was carried out on the basis of the sequence listing : 
I I contained in the intemational application In written form. 
\ I filed togettier witii the intemational application in computer readable font). 
Pn fumlshed subsequentty to tills Auttiority In written form. 
pr| furnished subsequently to tiiis Authority in computer readble form. 

pn the statement ttiat the subsequentty fumlshed written sequence listing does not go beyond ttie disclosure in ttie 
— intemational application as filed has been fumlshed. 

[Xl the statement that the infonnation recorded in computer readable form is identical to the written sequence listing has been 
fumlshed 

I I Certain claims were found unsearchable (See Box i). 
I I Unity of invention is laddng (see Box II). 

Witti regard to the title, 

I I the text Is approved as submitted by the applicant. 
pr| the text has been established by tiiis Auttiority to read as follows: 
METHODS OF PXJRIFICATION OF CYTOCHROME P450 PROTEINS AND OF THEIR CRYSTALLIZING 



5. With regard to the abstract, 

VT\ the text is approved as submitted by the applicant. 

I — I the text has been established, according to Rule 38.2(b), by tills Auttiority as it appears In Box 111. The applicant may. 
I — I wittiin one month from the date of mailing of tills intemational search report, submit comments to tills Auttiority. 

6. The figure of ttie drawings to be published witti ttie abstract Is Figure No. 



|~| as suggested by the applicant H None of the figures. 

I I because tiie applicant failed to suggest a figure. 
I I because tills figure better characterizes the invention. 
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# 



I Application No 

PCTlW 02/02668 



A.* ' 'ASSIRCATION OF SUBJECT MATTER 

Ii n C12N15/53 C12N9/02 



Acconfing to International Patent Ctassffication (IPC) or to both nalional ctessification and IPC 



B. HELDS SEARCHED 



Minimum documentation searched (dassificalion system foflowed by dassificalion symbols) 

IPC 7 C12N 



Documentation searched other than min&num documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and. where ptacJical, search temis used) 

BIOSIS, EPO-Internal , INSPEC, SEQUENCE SEARCH 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



CJategory • Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to dalm No. 



WILLIAMS PAMELA A ET AL: "Mammalian 
microsomal cytochrome P450 monooxygenase: 
Structural adaptations for membrane 
binding and functional diversity." 
MOLECULAR CELL., 

vol. 5, no. 1, January 2000 (2000-01), 

pages 121-131, XP002222921 

ISSN: 1097-2765 

cited in the application 

abstract; figure 2; table 1 

-/-- 



14 



1-8 



m 



Further documents are fisted In the continuation of tx>x C. 



□ 



Patent family members are listed in annex. 



> Special categories of cited documents : 



■A' docunrrent defining the general state of the art which is not 

considered to be of particular relevance 
■E' eariier document but published on or after the international 

filing dale 

•L" document which may throw doubts on priority claim(s) or 
which is cited to establish the publication date of another 
dtalion or other special reason (as spedf ied) 

•O* document referring to an oral disclosure, use, exhibition or 
other means 

'P* document published prior to the intemational filing date but 
later than the priority dale claimed 



*T* later document pubDshed after the intemational filing date 
or priority date and not in conflict with the application but 
cited to understand the prindple or theory underlying the 
invention 

'X' document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

•V document of particular relevance; the claimed invention 

cannot be considered to involve an Inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

■&■ document memt»er of the same patent family 



Date of the actual completton of the intemational search 



14 January 2003 



Dale of mailing of the intemattonal search report 



27/01/2003 



Name and mailing address of the ISA 

European Patent Offfee. P.B. 5818 Patentlaan 2 
NL-2280HVRqswiik 
Tel. (+31-70) 340-2040. Tx. 31 651 eponl. 
Fax: (+31-70) 340-3016 



Authorized officer 



Espen, J 
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iNTERUAtlONAL SEARCH REPOFIT 



Inte^^^al Application No 



PC 



02/02668 



C''"-|tlnuaUon) DOCUMENTS CONSIDERED TO BE RELEVANT 



Caxigbiy* CBation o< document, wttii imfication.where appropnate, of the relevant passages 



Relevant to claim No. 



VON WACHENFELDT CLAES ET AL: "Microsomal 

P450 2C3 is expressed as a soluble diner 

in Escherichia coli following 

modifications of its N-terminus." 

ARCHIVES OF BIOCHEMISTRY AND BIOPHYSICS, 

vol. 339, no. 1, 1997, pages 107-1=14, 

XP002222918 

ISSN: 0003-9861 

cited in the application 

page 109 

COSME JOSE ET AL: "Engineering microsomal 
cytochrome P450 2C5 to be a soluble, 
monomeric enzyme. Mutations that alter 
aggregation, phospholipid dependence of 
catalysis, and membrane binding." 
JOURNAL OF BIOLOGICAL CHEMISTRY, 
vol. 275, no. 4, 

28 January 2000 (2000-01-28), pages 

2545-2553, XP002222919 

ISSN: 0021-9258 

cited in the application 

page 2546 -page 2547 

HASEMANN C A ET AL: "CRYSTAL STRUCTURE 
AND REFINEMENT OF CYTOCHROME P450TERP AT 
2.3 A RESOLUTION" 

JOURNAL OF MOLECULAR BIOLOGY, LONDON, GB, 

vol. 236, no. 4, 1994, pages 1169-1185, 

XP001120740 

ISSN: 0022-2836 

cited in the application 

abstract 

LEWIS DAVID F V: "Homology modelling of 
human cytochromes P450 involved in 
xenobiotic metabolism and rationalization 
of substrate selectivity." 
EXPERIMENTAL AND TOXICOLOGIC PATHOLOGY, 
vol. 51, no. 4-5, July 1999 (1999-07), 
pages 369-374, XP009003755 
ISSN: 0940-2993 

IBEANU G C ET AL: "IDENTIFICATION OF 
RESIDUES 99, 220, AND 221 OF HUMAN 
CYTOCHROME P450 2C19 AS KEY DETERMINANTS 
OF OMEPRAZOLE HYDROXYLASE ACTIVITY" 
JOURNAL OF BIOLOGICAL CHEMISTRY, AMERICAN 
SOCIETY OF BIOLOGICAL CHEMISTS, BALTIMORE, 
MD, US, 

vol . 271, no. 21, 
24 May 1996 (1996-05-24), pages 
12496-12501, XP001017944 
ISSN: 0021-9258 
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# 



International Application No. PCTXSB 02 i02668 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



This International Searching Authority found multiple (groups of) 
inventions in this international application, as follows: 

1. Claims: in part: 1-11,13,14,18 

Purification and crystallizing of cytochrome P450 2C9 
without its structure 



2. Claims: 15; in part: 1-14, 18 

Purification and crystallizing of P450 2C19 and its structure 



3. Claims: 16,19,20; in part: 1-8,10-14,18 

Purification and crystallizing of cytochrome P450 2D6 
without its structure; nucleic acid for expression of said 
cytochrome 



4, Claims: 17; in part: 1-8,10,11,12,13,14,18 

Purification and crystallizing of cytochrome P450 3A4 and 
its structure 



nONAI 



INTERNATIONAL SEARCH REPORT 



itional application No. 
>CT/GB 02/02668 



Box i Observations where certain claims were found unsearchable (Continuation of Item 1 of first sheet) 



This Intemational Search Report has not been established in respect of certain daims under Article 17(2)(a) for the Joilowing reasons: 
1. Claims Nos.: 

— because they relate to subject matter not required to be searched by this Authority, namely: 



2. Claims Nos.: ^ , 

— because they relate to parts of the Intemational Application that do not comply with the prescnbed requirements to such 
an extent that no meaningful Intemational Search can be carried out. specifically: 



3. I I Claims Nos.: . ^ 

— t>ecause they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple Inventions in this Intemational application, as follows: 

see additional sheet 



1 . I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
' — * searchable claims. 



2. [Y] As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this 
« — ' covers only those claims for which fees were paid, specifically claims Nos.: 



, this Intemational Search Report 

ionly t 



4. I I No required additional search fees were timely paid by the applicant. Consequently, this Intemational Search Report is 
restricted to the invention first mentioned In the daims; it is covered by claims Nos.: 



Remark on Protest | .[ The additional search fees were accompanied by the applicant's protest 

I [ No protest accompanied the payment of additional search fees. 
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